<i9)h*hmmw u p) 02) & m 4*F ffr & & (a) (wmam&mm 

#$2001-328938 
(P2001-328938A) 
(43)&R!B ¥fiSl3^1U!27!ja001. 11.27) 



(5Dinta 7 mmn fi f-n-n** 

A6 1K 31/417 A6 1K 31/417 4C0 6 3 

31/495 31/495 4 C 0 8 6 

31/496 31/496 

31/497 31/497 

31/506 31/506 

&£M*. mm »J&S©»3 OL (£33H) Sd»M\zWi< 



(21)fflH»# 


1*S2001 -69833(I>2001 -69833) 


(71)ffi§iA 


000006677 










(22)0180 


¥j£l3*p 3)113 0(2001. 3. 13) 




JfO^**KB*!S*B/2TB 3Sim 










(31)«ifctfc&SS# 


1$K2000-75008(P2000-75008) 






(32)«fc0 


¥^12^3^170(2000.3. 17) 






(33)gft*g£«g 


0* (JP) 


(72)5BM# 


*»0l * 






















(74)ft3A 


100089200 



















(54) [&g&<0£»;] ^7y7x^JHSI»fr**3»^frsS3l 



(57) [SMI 

a»***rs B^/^^-f /WWiMi 



ATTORNEY DOCKET NUMBER: 6750-174-999 
SERIAL NUMBER: 10/625,708 
REFERENCE: B12 



!(2) 001-328938 (P2001-328938A) 




R: y7/Xte-hng 

R 1 ;\nyyflfiP, yTA Any/fiR 

7/Mf/k -ho, ii)V#*i/)V, W&7)V^)V, R 6 
-A-, R7-S (O) p -, «7/Mf^-C ( = 0) 

-x(±fimr;^;p-o-c (=0) -a 

R2, R3, R4 : ^XttPfcoT***?. mriv 

itiwiww c (=0) -x 

liffiftT/WfA'-O-C ( = 0) -a 

*tj, r 2 , R 3 iiS±<offiS^*ffi^;*SiH-&. 

R 5 : ffl&7)l*lV, 7V-)V-<$M.7)l*lV-0-, 

X)Vi$*is)v, \m.7)v*)v-o-c (=o> -. im 
ta>*m&c i x\t 2 mmz fix ^x h i v s y . x 

<li^^D7^*a, £L<(iN (R13) Ri4-fl£R 
7)V*)V-0- 

mi. m=l<7)b%, R* bR z tf~-#b%~>XftLcr>^T 
n^^*L-CV^Tt)«fcv>5XJ46H^ro^»«t 

R6 : Aoyyttm;k 7'J-/k xa, n 

(R9) Rio, OH?L<(i(«r/W-0-Tfft 

SftTwctiv >flHR7;Mr ^ 

R 7 :{£»7/Mf/P, 7V-)l, XtiN (R'i) R»»- 

R8, R9, RIO, Rll, R12, R13, R 14 : XtiH 

iot**, ffiiST/i^f;k XliTU-^ 

fit, RWR 8 , R 9 &Wo, XttR^at^R'Mi 

mhZttfX'^h 

kXiin : |5)-X{i^oT 1 . 2X«3 

mrOXtel 

P : 0, 1X{±2 

a -.mmm?, xtiNR 8 

X = -C ( = 0) -, -C (=S) -, XJi-s (O) 

2 — S 

Y mCT)V*l<>, -C (=0) - , X«±-S 

(o) 2 -m 



fit, R'tffl^^rt^fcStt. YttfiiR7/Mf 
UvfeWoaS*^. Z,X{iZ 2 : Isl-Xfifl&oTC 
HXtiSSSi 1 

fit, wmXmWbZii, R 2 . R 3 <0'>&<fci> 
-*ttfi«7/i'*rt'-C&S. ) 

[i#«ia2 1 m^ja i M&nm&zimmki'h&r 

>Yu?ym 

». 

[000 1] 

[fKH<om-f ififflHJ-Hl *#!flli. HIS- mztji7> 
Vvy>mt LTWffl=5r, fT«yT/7x^/l4&£f*X 

[0002] 

[?a!#<7>&ffi] Xfo^ r-*siv^tytf>-«?*67V H 
u y y tt»JM« Wft»&» S ft. , Htt*;« y ft 

a* d n A±<7>7 y Hpfy-wyx-iwyn; 

fflSrf&a$-t± I. (Prostate Suppl. ,6,19%, 45-51, Tren 
ds in Endocrinology and Metabolism, 1998, 9(8), 31 
7-324). 

[ 0 0 0 3 ] 7y Knyy*«l»B?fc$r*0Sftfc:Ji. 
S fe&mmfclj. , U7y HoyyJWW*! 

s*n:vv&. mmimx'm^t>tix^z>ijL7>} t 'ay> 
m%t lx yyT-tT-hmm^tix^i 

m^iVX^b (Jpn. J. Clin. Oncol., 1993 , 23(3), 178- 
185) . -M^fo4 F#18****fc£ftfcl/C, 
7;!-^ 5 F d$MBS 4 9-81 332), VOitVf 5 
H(GB 8221421, WO 95/19770)^7 v/W7- 'J HSHMc 
*^ttT'S)l»* 5 , ^ixfe(iSi7y Foyy^fflT&H-^-T 

T ^^X h b (nmmWfctf-fmX'fo h ( Nl PP onr insh 
o, 1998 , 56(8). 2124-2128) . ^5^^7/7* 
-;H5-tS**-f S-fb^-tti: L-C«W095/25443t5T^ y F 

y yww TUisy%mmffi.mz%thmw , 

hO96/02525-Sf-t 5 HT P-b7^-JSfitffffl* SttiftK 
DE 4234295fcliMBIHffl£fl^fiWWfc L"C, W097 




/2245um<m%mmwk<t>m:b ix , tos/oo 

402&tf W098/21648 fctifiDffiftUB Sr^Tf S WttiWfi £ 
[0004] 

mhzkx'bh. 

[0005] 

ry v p y ymwmth±.m<mm& £ mkti « 

*«Bf ftfcfr i: £ h , mmz i> WkAtW -f /kX 

mfrimsWryYuyymttl, fMtc®u%i 
&iGt2>m&n.\iii*%F>Jiz%5&Zit&fcm'>tz. hp 

*>, **M»iTEHRs!t ( I ) T'i$^y7y7x- 

[0006] 
Hfc2] 




R : j^T/Xli-hog 

T)V*A>, =~YU, m&.7)V*)V, R 6 

-A-, R^-S (0) fiftT/P^^-C ( = 0) 

-x\±im.7)v*)v-Q-c (=o -a 

R 2 . R3, R 4 : H-OUiSfcoT**!^. <SMT;P 
ti^^A^^/PS, ffii7;K^-c (=o) -X 

\±m&.T>\s*iv-o-c (=0) -m 

fc*J, R 2 , R 3 «S±«ffiScO^SM^tC^-ri). 

r 5 :<BHT;p^. ry-^-iarw-o-, 

&®TiV*)V-0-C (=0) -, fl£R 
7/P*/i*?lXtt213*3*i.TvveiJ:vvr$K. X 
\SfflmttLXWXi>Z.\^7V-)V, ^.f-am. %l 
<\i.is?uT}V*lVm, ^KteN (Ri3) R"-m. 
7)l*JV-0- 

ffiU, m=lcofc#, R 4 tR 5 ^'-*t=5roTft!!<7)^r 

R6 : ;\vy;W8.7)V*)V, 7U-A-, Xli, N 
(R9) Rio, OH^L<fi^T/Mr^-0--ea8S 
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$ fix \ %r t j: v ifift r/Mf ;w 

R 7 : ffi&7;Mr;k TU-Zl'. XJiN (Rn ) Ri2- 
R 8 , R 9 , R'O, R", R 12 , R 13 , R 14 : IPI— XtiH 
=5roT7k«, ®R7/Mf/k Xii7U-;w 
fit, R 6 &tm 8 , RWR 10 , XteR^&l/WHt 

< B$»£* I/O vt fc J: v v*a*S/ 7 n 7fr*)l*B 
rft-f&ZttfX'ZZ 

kXten : H-Xtt*$roT 1 , 2X(±3 
m : OXfil 
P : 0, lXte2 

A-.mmm^-. x(±nr« 

X=-C (=0) -, -c ( = S) -, Xfi-S (O) 

2 ~~3£ 

Y:*S£, mriv^vy, -c (=o) -, xii-s 
(o) 2 -« 

fit, R 5 #tS&7/l^g<Dfc£te, Yii%M7)U* 

i*ymv3t*jfct. z 1 x(iz 2 : m-ximz-ixc 

fflU R l R 2 , RW'SKti 

[000 7] fft Kit, m=0<r>k%, R 2 , R 3 CD'J? 

%<yi>~mtm.7)v*)vx'h%>-m. < i > -c^s 
n& 7 x^/ns^xti^cosgg^wti^s^ 

SS*3fl»lS4N:-r*IEE:iff*L<tt, Rtfi^/S 

■c*4-«5j: ( 1 ) X'7KZtih yrs7x -Mmwx 

fttKit, R^Aayy*?, y7/, Anyyffi 
W)V*)V, -\-uXte$B.T)V*)V-0- ; R 2 . 
R 3 :')>-% <b ii-IMISMTil^m ; R 4 : *§HE 
ffls»7**>U*: R 5 :Wa*tUMTt)J:^ 
7'J-/k ^nl, mL<\$i/?uT)V*)Vm; kit 
2, n(41 ; mtil , XJi-C (=0) -S ; Ytijg 
£ ; Z^JiZttiftfcCHfcSaft-J-SHftsie ( I ) 

v-r / 7 x -^siftxji-e^sssg^wcfp^s 
jtiMDwv, mk7)v*ii, mcr>v*)i-o-, 

W».7l\s*>l-S-, ffi&T)V*)VS (0)-,WA 
7>V*)V-S (O) 2 -, lXtt2iO)fiR7K;l/t 

/i/df^-o-, i^ry, -ho, jf^v (=0) , ffis 

T/W\s-C (=0) -, TU-/P-C ( = 0) -, 1 

XU2ficofSRr;^/i^L<{±fsar;^/i'-c ( = 

O) -mt< itiSMTi^lU- O - C ( = 0) 

stiT^-ciiv^rsy, T'J-;u-o-, rs/-o 
^/p^^, fi«7;l"*;w-o-c (=0) -, 




-ft* ( I ) TTF*tL&i'TS7x=J\,mfc*<?>Vm 

¥mzff®ziiii&iim&ftbtz>mm ■. mm i 

Kit. (2R, 5S) -4- (4->-ry-3-h'j7 
)WD^f;P7i-;H -N- (6-* b*y- 3-f 
U ) - 2 . 5 - ^ f-;ue^5 1 - 
■tSH; (2R, 5S) -N- (2-rS/h a US^> 
-4-^;U) -4- (4-^77-3- M77M"0;< 
f;P7i-;H -2. s-ist+tVK^itv-i-ii 
/MWffrSF: (2R, 5 S ) -4- ( 4-v77-3 
-h l J7;Wn^f^7i-^)-2, 5-^f-/k- 
n — ( 6 — h'J 7/M-o* 3 - e y v/P ) v^y 

x>-l-*MJft5K; (2R. 5S)-4-(4 
-^ry-3-H l J7/^D^f;P7i-lK -N- 

(2-7^n-4-h-'J^H -2, 
^'y-l-^WSH; (2R, 5S)-N- 

(2-7*nt-4-ei;^;l') -4- (4-V-T/-3 
-Ml 7)l*n* f;l/7x-;W - 2 , 5 - v^f-ywe 
^5y>- 1 -tu\s#*-r$. VfrdMViZtititii'faX 

[00 08] jS£$?4L<li, -ft* ( I ) T*3fi4 

o , r y vufvifimm- 1 zim&t i 

Xii, m$M&, KfiKBETcffi, UtHfcfi. 
H£. £*. IHPSTtt*. fti>#4L<«i, -ft* 
( I ) T-*$ni.>-T77x^/H^*X{i^Oi?^ 

[0009] 

[fMH<^at<o»JII] -ft* ( I ) TSSfti^ftt: 

ft**>ja»=*$vvc, mzm^m*) rwtti 

wets. R 2 ^{iR 3 (±, mmm?2m£$mmm±.<?) 
m^m-xim* -> i&mMttm&ti . »*£ «• 

t>J:<, tff*L<li. AoyyJS^, iwV/mkTfr 

fr-s-. ffiar/^/p-s (=o) - , ffittr^#/p 
-s (o) 2 - ( \xi±2m<r>m.T)v*)vxw?kZti 

o-, y77, -ho, **y (=o) , fiRTA"** 
-c (=0) -, ru-;u-c (=o) -, ix«i2ffl 

<nWiSC7)ViK)Vm L K it<m.7lV*)V- C (=0) -£ 
L<ttttR7A*f*-0-C ( = 0) -XimZtiX^ 

•ctiwrsy. ru-^-o-, rs/-o-, tg» 
7;P*/i/CH&3*iTvvtkj:vv$;uv\'^/k 

*s^. ffiftr/^/p-o-c (=o> -, wmtt 
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^•A«* f ff4L<. IztUfX+fr, Xf-/W, n-7n 
tVh -fV7nhVU, n-7>;k -fyT^/k sec 
-7f-;W, tert-7*f/k n-^yf-/!/, n-'vaf- 
v^frfc'tf&lf&fiS. B&££#LTi>J:V«7/P 
4f - 0 - CDWm&ii , T U -/WP^JWObSW 

f-uy, xf-uy. 7°Dtvy, -fyraepy, t> 
>y, ^y^^^-u-y. ^Wfi/y^Wij 
ft. #4L<»±K3WRl~3<0T^wyT»6. r T 

u-^j «aa8S6~i 2<7mmmm*%mtf s mi 

K. tztz-ity^-fr, a-t7f7k /3— *-7f-;k 
t*7 x- y ztfbn htih . ietn , &*r 6 - 1 

tf, 7-?*. tg*. mmxi&vmmttifwmbti 

[0010] ^suy/im.T)V^i <r)®M7lV*ll> 
T^Mti. LXiitzttii, 7/M-n^f-/!/, y'7;P 

OD^f/1/, hU7nD^f-;l/, 2-7;^axf-;l/, 
2, 2-v7/M-QXf-/P, 2, 2, 2-Ml7/^n 
xf-;l^, 2-?nnif;l/, 2, 2-y^onxf;K 
2, 2. 2-M)7anxf-;l^, 2-7"ntif^, 2 
-3- Kx^5rfc*#J){f £>ft. b y -yMtut+Mt 
9ttU\ ry?nr;^j <i^ma3-i 0*^ 
&4 3-8 lli^^bKS^ff* L< , 
7n7DtVW, ^7o7f-;l/, y?D^yf;K y?D 

j|JIi i *^jMiRStll»'sTDS^ 1 ^S4 ■««tr 

{± 6 A *vr or y -;US^v Xifefa^r am, 4 fctt , 
^y-tf yamfeO^rnaii: ffi^ Lfc 2 l^for 'J 
-n*. 5rS*L, ^rory-;Wi:LTii. b°o- 

^. -f5^y-;u. h"5y-/p, eus/v. t^^'y, 
fjsyy, try^'y, hyrv-*, ft7iy, 
f-jft-^y, 7^y, t^y, ^'^y^y, ^rv- 

y, ^-9-^'y. ^^s^ryy. v 

y-;wa, f-?rt;^y^a^*Wpix. m&itz^ 

TU7V-)VbLXi*4>Y-iV, 4 

y^yyy, <yyv sry-^, ^ym7xy, 
^y/f-Ty-^, <y s /yyv, Ky^yy-fy, A 
5 yy t° y j/*y , >f s ^y t7 vy , tr y h t° y $/y , 
7^7^'y, t7fjyy, -fyHy^'y. ryy, * 
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yy^'y, i/yyyy, -fyyovy, ?Dvyf» 

*y, yyymcommm^, mmm^mm^^ 
mmz ix&^Tvm? i m. 2 mzstt 5 e m^t 

[00 11] r m = 1 c75t # . R«kR 5 * J H*k&oT 
ffi<^f DBF? LT k vc t J: v> 5X14 6 H^f-oH 

tejMLxtt&^i tit. wtf&six^&mmw^ 

/H6fiv^itt»^-follSr*i*L. **y»¥?)SBia 
£*LTWCfcJ:v\ MfomztesZ^T uTV—ivt I 
Xit, t"n-;k tf^y-zk tf'J^ 

>-, e^'y, trusty, try^v'y, hurv-^ 

t£ftJ^Tn8?i:LTt4, f o'J^'-^a, f^U 
y/k l, 4-i/r-tVN°y, -M-f yy-i-tf* 

i'K, l-i^t^^H, 1, 4- 

ttwty&mmtfktih , #^L<(iR 4 

KTfrfcaHRSfiS'vf offlFF 1 ffl££tf 5X146 JUS 

fp^r oar* o , mzm i < y y s-e 

ft*. rRWR 8 , R9XVR»o, X{iR 13 Sl/R 14 

J: < K&£ Sr*LTV^T t i^tify;or;W;h 
k{4, R 6 S.t/R 8 . R 9 &tm 10 . X<4R 13 .&tfR 14 # 
ISaLTOSfiBMFPattfc:. ffi^folf fc IXM 

=F 1 vC J*v > 5 Xtt 6 mfcftA^aarc* 

0, **y*. ffiM7/k*;k ry-;WW>l»*«:i 
-2fflWfCwti>j:v\ ff*L<«. eoyyy, e 
*ojsv. *;M?yy, t^^'y, wtM'jyi 
?ft4 . *?WHfc£*fc:*$^T 3RT5 yXtt*^? -f 



v HftBWfic *f ^Tfi^tft t Wft4 . 
[0012] *#5Hfc£ft ( I ) (4, T5 FH£fcS^ 
<$HfittftfrWt4. IHPIItJiortt, 1 

i#it»^< (R) *, (S)ft 
4<9T, <Z)fr. (E) ft**. SfcKS^n^Mf 

y « tear? <w*, h 5 y xf*^MSttft*^tt 

1-4. **P»i. Cft^fltttt^|«£ix£i<9ft4 
U4iI£ft££T£-£-r4. *»BJHfc£1Wiffl*»jfrr 
4. ft«t«ttt, «8K^L<(i*«i!fc<oef«DiS, 

ft 4 1 m.*m% i < i&mt&mt omx-h o , &si¥ft 

tlf£L3 4tSfrmU\ £*i&<0Sklyni, ftffc 
mbfcSSK, a^bJ^l?, KM. «£g 
L<{i#BSW)ttK. *fcttm PIS, Tntf^y 
1!, i/a^S, 7nyi, rmyfg, 77;H, 7M 
y®, ?US, yy=fK, MS. ^x>l, yyyx/i, 
*y«. x^yxwyl, <y-fc?yx^*yi^L< 
<4. WUxyx/UtfyBtttaD^rtSK. Xttrxx^y 
i£g I < {4 //k? S y t' OUttT 5 y 1? k wftjD 

y, x^wrsy. x^y-^rsy^k'^^rts+ss, 
yyy. *)v-^y%tcr>mmT$mt<7)i§mzm 
ffSik^tB**. K{'4^ry ; &x'>i,ig-cft4;t 

t>T*S. 4^ry ; &x>>AtS(4, AtttttcttflGRrsl' 

)\sV>?-h*tz\$<y : J)v>\y4 vmx-h*), mi 
< (4y a - k £ tdiiy : J)V ? o >j f ^-cft 4 . 
Kfc. *^b^{4*ftft, x^y-;l/^k<7)^ft 
^^M^JFM-r4Ck^'T'^4. 
[00 13] (ffigjg) 

[ft 3] 



n 

NH 



(in) 



ill 



R VH- r? 4 i 6 

(D 




(^+c7)iE^-{4, fiie^kfe , 9-r'ft4. ) 

*S!!jtffi{4, HRsC (II) XvkZtllWMTiyXte 

zn&t, -msn (iii) x-vkzti&itismxttz?) 
mmm#tzmzit, mmmtitmm 
mmzt&mzj; w»» < i > zmm-zu 
mxhh. its® din <?>wxmmwt ixa, 

*;^yfficoy^-/Pxx-f^. if;nxf^, -fyy 



H, RT^'H. 2, 4-yXhD7xy-;^t't7)7x 
V-A'M^l-t Hn^fj/^^y W S K, 1- 
h Hodr^<yyhUry'-;U ( HOB t ) =5rk<7)N- 
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h 'J 7 x -/UK* 7 4 Vtt t'COtmmit^t N-7o 

9 n y F , >f Vi/71— bifiWfbtih . 
[0014] ifca/PtfvRfcSHHrcSlESHi-* i: 

vi/?a^f x/l^/PtfiM S K (DCC) , 

f-;l<tf X* y ;PvT- 1 -xf-/P- 3 - ( 3 - v'X 
f-;PT5/TDt;l/) #;M<>M S h'ffR* (WSC) 
«*o«^*ttJfr**tf>a*» iST-ft & . *Hc##Sfc:t$ 
v^TttK^oy Hffi, vSttxxr;HMtcoit#T^R 

JlXV&L, TSF, Kb H^Fafo^tfyfgf&ffr 

Wlzi. "M V F^ t ggai-f SMWfflt* 
££^^7x-;p*x*y/i^T:/F (dpp 
a) wzmmz t-mzj v^n—b^bmam 
trc&s. *^ynfcct^ (in *srtD 

e r t h(DIBOC) 4 

- (n, n-^^t$7) ey^'y (dmap) od 

Hi 3 



fW L£&floKfc£fijffl-f |> <r b lz£ *) , ajCTKC 
ft*. 75>«w**, -I7i-w 

-*7- hfctt*3*i*l^*#**^fc4>IBMc 
BWLfctt, (II) kRl5S*6*t:J: "5 ( I ) *fl 

^iftcioTtH****, It^^nn^^y, i^o 

x-r/k r F 5t Ho yyym<ox.-7-;um, lt#x 
-f/PXX-f.'UfcOX XTlVm, 7-tY—YVlV, N, N 
-^f-;l/*;l/AT5 H (DMF) , N, N-v*f-/l^ 
7-fe F 7 5 H , N-^f^Ka'J K >*?VX S r 

[ooi 5] «, KmzmLx, lirsv (idj 

S y, MJxf;l/75y, N, N-y>f^7-'Jy, 

ty^y, dmap, tayy, /Pf-v'v, ny^'y, 
l.S-i^lft^ots.^O^yr^-T-xy (db 

tiitf s*s±T^rw^^*«*6. try y'y&iM 
®b-r&Zbt>X'%l. zeteftTft&F&t&Wms. 

vmm?, 2m&=Fmtvm&tmtLx^t>zb 

#S* U 0 , Zffii. o b LTteGree 

neSlAluts^, rp ro tective Groups in Organic Synth 

esis j m 2 KfcEftaMm* wri zbvxz, z 
tLb&£j&kmz&ixws.mwfbzbii t x'Z&. 
[ooi6] m~ mm 

Ut4] 



(II) (IV) 



(D 



(«+<0E#Ji. HSflE^fcfcO'CftS. ) 
*S8itffi(i, (II) -C^iismiTSyXfi 

matdk. hr* (iv) "c*§<i*ft'&tt*ffffls 
mit^m ( i ) ^wfrf 6*ft-c*4. xfcirf*. 



4)SWX^7r5Hi^*<0*-g-t{i, X 
r 5 b*?XiV? y o y H^^o^ssm^ffiffl 
TfTffiT**. MWBKKL, Lfc*fr*»tt 

[0017] 
[^5] 
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(V) (VI) 

*mmmi, -ma (vn ?*§fti>ffi8i7$yx{i 
-flat (v) -cssiisflteftfcaBS-ti-, 
*&iUHfc£ft ( i ) zmttzumx-bi. 
[ooi8] m, ^jEfci^LT, aasrsy (vi ) * 

$y, hux-j-zi/rsy, >m yrntvuxfyurs 
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1 2B$^jn»jiSL/i. ss^-emn^. sum 

£4ffl®B»£fflVvtpH«r3 £ L. £JSt?<SifnU£. 
BfKxf-;P--f VTunj-)V (5:1 ,v/v) ?l£f§& 

##^J2 8 

2- (2, 2, 2-h'j7Waxh^i') 4 V-3f 

ym 

1-9-auA V-zU->ffi.5n, ^>"7A-tert 
-7*h^vH16gRV2,2, 2-hV7ArtuxfS— 
/UOOmlfcS**, 170KtT5BJWPLfc. 

fc. 8tt£?JeiJfeU SbJcSSKv^y^AtTOaiaa 

6 U# fcftfclSJte ^"ty-C^LfWMk^W. 7g£ 



[004 1] ##<?IJ29 
6-7^;l/75yxa^yi§ 
6-?onz3fySi0g, 4 0%7f-;P75y7)<^ 
127m 1 <7)tfijy'y20m 1 Sa^tM?* 1 5 OJKT' 
24«BBB3RLfc. *£flD;i l&£ii 

il*iMt'pH 3WWLfc. WffiUrlSflfcnRU 
*WI:£ft5. 8 2 g SrKafe&ftfc L-Tftfc. 
##M3 0 

6-7-b f-^7 5 J - 3 ^ 
6-7f-;W75yx3^y$l. 5g£4lf*ltK2 0m 

^vt P H3fc:»SLfc. yan*;PA-CttH!m, 

&«&«ET@*L, iift-&i2 8 
0 m g £ S£&£ B B B fc LTftfc. 
[0042] ##fl|3 1-1 
2-4 yrn^H yx3f-yg?yf-;i/ 
2-^np-f y-3f-yi$5g, y^A-f yrnsif* 
vF6. 5g&tMV7°nW-/H0 0m 1 Srt^* 

4Bi5o*(c-c}WPUfc. y?y 

2 0 0 m 1 WiSKS? 5 m 1 £ Jni , 15 $mim 

PS?x^-;P ( 1 0 : 1 , v/v) CTSajLaBft^ftW 
fe H B B 2 . 5 g£#fc. ##i593 1 - 1 fcH«t##0|3 

1- 2t-^*Lfc. 2- (2-^7^'jyxhdfv) >f 

##^J3 2-l 

h5yx-4-(2. 5-xy^t^7^y-i--f 

-2-7h^>"<.yyxhU;U 
THF5mHC^^v<7A-te rt-yh^-v-F 1. 35g 
aiA'y^y-ZWO. 4 8mlSrSD^., 3 
<fcV%T##0!l-4"C^jSLfch5y^-4- (2, 5 
- >-*/. 1^<5 1 - 4 )V ) - 2 - 7 )\s*n<v 
y- h y )V9 3 4 m g £ Jn*. , SfflKT 2 B JJHt L>t . 

/W- 2 8%7y*x77K (9:1:0.2, v/v/ 
v ) CTiSaj tSait^fl 9 0 0 m g fcfcfc . ##^IJ 3 

2- lkH*C|J»M3 2-2aV3 2-3^jSL 
^. 

##W3 2-2 

h5y^-4-(2, 5-> ; y^;l/h''^.5i/y-l--f 

AO -2- (2-y h^>-xhdfy) ^yyxhu;u 

##M3 2-3 

h5yx-4-(2, s-i/'^f-zPtr^i^y-i-^ 
;P) -2- (2- ; 6^*'jyxhJf>-)'<.yy^h>j;p 




[0043] ##W8fl23 2«08HM**4Rtf«5 
WTable6t^rt. ±£##Wfc£«WfliaRtflMt««: 

t. 

Ref.No. : ##$|#^ 
DATA :flafl^S«tt*t 

NMR : 811*1^^? b/k- (WfcWEU^V* 1 ) . DM 
SO-d,. TMS^fUTCillSg) 
MS :®*^<1 
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Me : *=f)V 
Et : X-f/U 
Ph : 

H# : R*. R8Sr#t6ft^ftcoA*iHB(«rtiEa 
-f. 
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[0049} SBI0IJ1-1 

YyVX-4- (A- : yT/-3-Y^7)V^u^^)l 
7x-;H -4' -7/M-U-2, 5-x^f-/Pt'^7 

v'y- 1 -tf/Pstf^T-'j h* 

## 1 - 1 X'SfcLtz h 7 - ( 2 , 5 

f-/U^5»>*y-i->r^) -2-h i Jyiu*nx<f'fi> 
Kyy' -h')>l-3 OOmgSr, y^oo^^yiOml 

0. 13ml ^ffiTL, SffltT lHaBSffU:. RI5 

-*?y-/M99 : l, v/vjjgasaioaHfl:^ 

»3 9 Omg£&&ttWI*J: iJjV^TH: by 

-iM V7-nhVUx-r^J: 9*MWfc£firV\ 16 5m 

gcoasfeis&fc L-ctife. mtwi - 1 tmmiz, mm 

Wl-2JlMl-5 6«:-&iftU:. 



S3iW2-l 

hy>Z-4- (4-v-T/-3-hU7;l/7j-n^f-;|/ 
7i-;H -2, 5-v^f-;P-N- (2-f-x-^) 

i -#/w#*-ts h 

2- r>M/k?nijF0. 3 2m 1 £7* h-h 'J;H 
OmlC»L, ^TMJxf/l^rSyO. 4 9ml 
*J0£. ^V^TT> ; 'ft:-fh'J'7A2 9 0mg^SPi, f[ 

*§fe<Dl£ B B B tt<>ii^A$ WPxy lOmif: 

mmt. i oox:-c3i«BWffLfc. 

L, 7-feh-HJ/H Oml fcjDi.fcfc. ##fi»]l-l 
Lit h y >X- 4 - ( 2 , 5 - i?X -flV^y 'J 
-2-MJ7;^o^f-;K>"/r.hij 
;l-450mg2:Jnt. 2 0#M#Lfc. «ET»»H? 

( i : i , v/v ) jsmgPct osatfeoawte 

i504mg^, R£W2-li:B«fc:. Wm\2 
-271S2-10*£lfiU:. 
[0 0 50] 18tW3-l 

h5>x-4- (4-^ry-3-h';7;u3rop<^ 

7i-;W -2.5-y7f^-N-7iW^7 
^'V-l-^/Ut^-tSH 

t Knv-y-fS "/7W.I 8 0mgtcr-feh-hU;P5 
m, hUx^TSyO. 17ml, DPPAO. 26 
m 1 S-Jo* , 1 . 5i»n»TiL*:. 
L, ##Wl-irai«Lfch5>'*-4- (2, 5- 
: J*J-)V\:^y : J>- I -4 )V) -2-MJ7;M-n* 
f/K//- hW280mg SrSui , SfflfcT 1 B#Pa1 
JWPLfc. »HET*«fc9*U mm^vtyfrty 
A?nvh/77 -f-TMHSL. i8xf;P-;nn* 
/l/A ( 2 : 1 , v/v ) £ am 9aflfc£ft2 0 4m 
g &*fe»«!ft3i: LT WtW3 - 1 i: Httfc. II 
aW3-2fl£3-4££«U:. 
f!ii{aj4 

h5>X-2' . 4' -y'7nt-4- (4-v7V- 

3- 7/^Q7x-;k)-2, S-i/'^f-^t^vV 
-l-^^i^TxUH 

2, 4-y'7nt7- l Jy300mgl:THF10ml 
fcftTHJ**^! 5 3mgfcJn£fc*, 

m&izxmmmwifz. &we, mmi - it** 

LtiYyyX-A- ( 2, S-iSX-f-tVW^yi/V-l 
->f)U) -2-7;M-o^yy'xHJ;P4 2 7mgij«J: 
&fM)xf-;l/7S>-4 6 0mgOTHFif?S5m 1 £jg 



mwt, ^no^A-^Hfy ( i : 1, v/v)m 
tbSPct o ®m&v$kmit£®> 3 9 o m g mtz „ 

C00 51]SitW5-l 

h7>-X-4- (4->-ry-3-h l J7^op<f-;l/ 
7i-M-2, 5 -i^f-A—N- ( 
- 7 x x;urf-/l/ ) - 1 - ;7^tf* S H 

D I BOC5 3 2mgSrr-feh-h'J;H Om HCjgJB 
L-, DMAP124mgfc t fctA'7$/l/7 > $>'2 35mg 

or-feh-hu;^?S3mi *mri, mmzxioit 

4- (2, 5-y^f/^5-/>-l-^;l/) -2- 
f> y 7/M-o;< f-zi^yy'x h y ;U3 0 0 m g S-flnx. , 

-TlttSL. ilxf/P-Mty ( l : l, v/v) 
jSElJgP J; *) IWMfc£»4 7 5mg5f|t. S£0| 5 - 1 
fcHttfc, «SW5-2atf5-3£-&«U;. 

mmme-i 

(2R, 5S) -N- (2-7*Ot-4-tU^) - 
4- {4-i/T;-3-YV7)V*ux+tV7x.-)V) 
-2,5-y7f/^7y>- 1 -ajMWffrS H 
4-757-2- 7a*: t' 'J vVl.66g£ £ U x*yi.4ml 
L , 7x-;^ n d*;m - h2. Og Ztotm&z 
X4B mm Uz . ftv ^T##<59 11-1 Lfc 
(2S, 5R)-4-(2, 5- i J^i\A£^ t Jy- 
l—i)V) - 2 - \- U 7^3ro^f-/Kyy- h «J ;U2g 
*an^.lOO«tT 1 ffl30WUc. i£«£&*L 

«a»v^s/^^KTsetftLfc. 

L, ?no*;W-^^y-/K3 0 : 1, v/vKI&fJ 

NMR:1.10 (3H, d, J=6), 1.20 (3H, d, J=6), 3.35-3.5 
2 (2H, m), 3.68-3.80 (1H, n), 3.82-3.96 (1H, m),4. 
28-4.60 (2H, a), 7.22-7.35 (2H, m), 7.50-7.58 (1H, 
n), 7.80-7.90 (2H. m), 8.14 (1H, d, J=5), 9.19 (1 
H, s) 

w&m 6- it mmnrntx-wm 6-27^6-1 6 
m.me-1 3 

(2R, 5S) -4- (4-^T7-3-b'j7;l-^a 
^f-;U7x-;U) — N— (€>-XY*i'-3-\^)i? 
)V ) - 2 . 5 - y** fvU -#/Mttf1f 5 

F 

NMR:1.11 (3H, d. J=7), 1.18 (3H, d, J=7), 3.30-3.4 




9) )0 1-328938 (P200 1-328938A) 

5 (2H, n), 3.70-3.76 (1H, m). 3.80(3H, s), 3.84-3. 
90 (1H, m). 4.36-4.45 (2H, m), 6.75(1H, d, J=9), 
7.24-7.33 (2H, m). 7.27UH, dd, J=3, 9), 7.85 (1H, 

d, J=9), 8.19 (1H, d, J=3), 8.56(1H, s) 

[0052] KSH7-1 

(2R. 5S) -4- (4-v-T/-3-hU7^n 
^f^i-ZL-) -N- [ ( 6 3 -ty V s 

)V) *W) -2. s-iAXT^b^vv-i-^ 

h D >■* y252ng<7)is? na^? yiOml ?§?g{C*^T 
(2S. 5R) -h7>X-4- (2. 
^v'y- 1 — f /U) -2-b'J7;^a^f-^yV 
- h y ;l/700mg&tf f- 'J xf-;W7 5 >274mg^ on* 
?yi0mtfg$£jD;t, lBWHWPU:. mmx'^L 

h 'Jxf-;U7 5 >274mg<7) on* ? >"10ml?:g$£ijS 
/57-f-fcftL, ;na*;l/A-^?7-;K50: 

i, v/v) TittiiL, ««Mfc£tti.Q2g£ftfc. naitia 

3ftW7-2J!»M7-l l^jRUfc. 
f!ii0lJ8-l 

3- (4-v-ry-3-h'j7;l/7fnp<f-;W7x-;L-) 
-N- (4-7Wo7i-;H -5, 

i — f srvus^y^^Jif^s H 

##«9-lT^«L^l- [2- (4-V-T7-3- 
hV7>V*<a*^-)VT-VJ) -1, l-S^^x^- 
/V] -3- (4-7/WD7x-;H *7VT\. 0g£ 

IllOmlClML, 4mlS:SD^5 

o"cx-2^mmitz. mmz^zix, m^iitzm 
mt -> y ^ 7A^nvh^77-f-ic-c»sL, 

^ o p*;i/ A - ^ ^ y - /K30 : 1 , v/v) igaj* J: "5 ftfcft; 
^ft*. i/>f vrnttpx-f *Titi*LaiM:^lii7 

5 1 m g S:f#/c 0 «3t0i8 - 1 RflUC. Hj&M8 - 2 
SSitM9 

7i-;K -N— (4-7^07x^1/) -2, 5- 

^^tr^^v'y- 1 -X7P*>-r 5 k 

#*0!l-lT^jSUfch?yx-4- (2, 5-^ 
f-JW<.7i?y-l-4t\s) -2-YV7)V*UX^)V 
^yy-hy/n. 2 1 gfcJ:y7.;l-7rS K2. 0 5 
g^ty^yi 5m 1 4>1. S^BHllfiSBiaLfc. &u 
t4-7/^D7-yy4. 0 5m 1 ^Jd^.M{C4B#H 

xf-yW»{iJ«J: OaS-ft-^17 0 1 m g Srftfc. 
[0053] CBB0I1 0 

h7yx-4' -757-4- (4-yry-3-hy 
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7;^n^f/l/7x-;H -2. S-UXfrW^i? 

3-MJ7A'*n>fA'7x^l') -2, 

-4' -_hnt^7^y- l-tf/M^rvT-'J H4 

5 0mg£*?/-/W8m 1 K»J»L. *4m 1 , 

2 8 0m g&tf JgftT A 3 0 m g £flO;i 5 #0 
ftfiRiaLfc. Ri6if?«tll«l*»2 8 0mga^ttHk 
Ty*:-^^ Omgfcfln*., gt2B#^»JiggL 
fc. RJBaa**^ h*Jflkvc«iL. ffTOfciiEET 

*B*T«r<xi!t» l , ma- f y ^■coaiLfc. «je 

7-r- (;><?/-/U-;?no*/kM "CffllU 
A03MM:^Hi 260mgt#fc. 
HfflH 1 1 

Y-yyx-4' -r-febf-/P75y-4- u-yrv 

-3-YV7>VitnX1-)V7 3.-)\ / >) -2, 5-y'^f- 
/l/t^v'y- 1 -#/l^*v7-'J F* 
SitWl Of^L^h7y^-4' -7S7-4 - 
(4-y7y-3-hy7;^u^f;1.7x-;K - 
2, S-vVf-zH^^^y-l-^^^T-U F 

3 0 0m g&ytttrtSf® 8 8mg^y?DDX^>10 
m 1 fciSHL. SST'l OB*BBWPtfc. V§&£®£L 

»L. »FFy^ATl£*SU:. jSETSHI*** 

1 9 5 m g Zmm&b LXfttz. 

mmn 2-1 

(2R, 5S) -4- { [4- (4-^77-3- FU 
7Wo^f/i'7x-;W -2, S-VWVK^V 

m 

WM.mi8-3T£tfiLt: (2R, 5S)-4-{[4 

- (4-y7y-3-h'J7;Wn^f;l/7x-;K - 
2, 5-y^f;Hf<7yy- 1 -*;^-/H 7S 
J ) WJ>- 2 -tj)\stf>M*J-)U3. 36 g<7)THF40 ml 
fflBUZffl&mfb-f- h V *7 A*» $40 ml£n§TL, g 

70St'MEfcTS6« LliMfc£*2.80g£ttfc . HttC 
KfcWl 2-2RV 1 2-3*£j£U;. 
[00 54] KS091 3-1 

(2R, 5S) -4- ( 4-^77-3- F 'J 7^*0 
^^7x^1/) -2, (2-^f- 
;^;^^-f;|/-4-t:uy;l/) t^v'y- 1 
SF 

Sitt&Jl 2-lT^«Lfc (2R, 5S) -4- { [4 

- ( 4 - x77 - 3 - h 'J 7 Wo^f /1/7 x-yl/ ) - 
2 , 5-^f;l/tX5->"y- 1 -#/l/#X/U] 7 5 



J\ KU5;y-2-*AiKy|H.10 g?)DMF30 
»£*&T. HOBt332 mg&tWSC519mg£:JI}fc&D 
gfflfc#iBL1.5i$ISHMf Lfc. Btf*ftL, 405! 
^/F7$y*i§i8l0 iifc-iWcJnifc!*. -WHWP 
Lfc. «KK**;[nttfc«, SSSx^Srfflv^-CtttHL, 

/*y <7 ATttttfltiftll Us. -> D * ^71^ 7i> 
?n7h/77-f-(:ML, J-)\s-ffi&x.^)V 

(1 : 9, v/v) Wmi 9*mfc£tt674 
NMR:1.10 (3H, d, J=6), 1.21 (3H, d, J=6), 2.81 (3 
H. d, J=5). 3.40 (1H. dd. J=4, 13). 3.46 (1H, br 
d. J=ll). 3.75 (1H, dd. J=2. 13). 3.96 (1H, brd, J 
=14). 4.33-4.43 (1H. m), 4.49-4.60 (1H, m). 7.27 
(1H, dd. J=2, 9), 7. 31 (1H, d, J=2), 7.83 (1H, dd, 
J=2, 5). 7.85 (1H, d, J=9), 8.17 (1H. d. J=2), 8.3 
8 (1H, d, J=5), 8.69 (1H, dd, J=5), 9.23 (1H, s) 

KitMl 4 

h5>-X-4- (4-y77-3-F',l7/M-n*f-/F 
7x-/H -2, 5-x^f-/U-4' - (*fvV7$ 
7) X/Wfcx/H^^S/y- 1 -iuVif^l/T-V F 
4 - ?on^W-;P7x^M 7 ^7^— F 2 0 0 m 
g*y?OD>^V2 0mltilBL, -7 8'CtC-C# 
#01 1 - 1 X'&fcLtz F vVX- 4 - ( 2 , 5 -Sttf- 
ii^hx^y'y- 1 — - 2 - F y 7;M-oy j-jk 

yy-byj\s400mgCO : J-?nu*?>mt6.5m 1 $ 

r 5 yy. 9J-)vmm.4 oomg s jn^aatc-c 1 n#ia 

IW- F y "7 AT'te^ Lfc . fflfjHES JSEETS* I . »S* 
yy#^#5A7D-?F^77-f-T»llL. Mfcc 
f^-M^v (1:1, v/v ) jgffiffij: 9*Mi=r 
»3 4 0mgfc#fc. 
C00 55] Httffll 5-1 

F?yx-4- (4-y77-3-Fy7;M-o*f-/w 

7x-lH -4' -7/M-O-N, 2, 5-h'J^^ 

f^^y'y- 1 -^^yr-y h 

6 0%7KS-fL^-hy , 7A6 9mg$:DMF6m 1 (C^jf 
L, *^TS8Jt0lJl-l-C^L^F5yx-4- (4 
-yr/-3-Fy7/^o^f-;P7x^) -4' - 
7/^0-2, s-v^^tr^^^'y-i -^;^=sf 

yrxy K660mg*JPi, 50jrC104MBl»PL 
fc. Rit«^Sr*^L, H^tXf-^O. 1 1ml ^ 
Tt*aCT2li*iaWltfLfc. RiE}M(C*^JDX, ft 

*5i?n7h/77^-t-«SL, B»xf-;u-^df 
■9-y»ffi* J: 6 2 0 m g £f§£ . Hfim 1 

5-1 2:R«HC. SJSMl 5-2X^1 5- 
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wmi6-i 

4- [hyyX-2, 5- t JX*)l'-4- ( 1-**V 
-l A4-f«;i/* l Jy-4-*;^-/K e^?^ 
y-l--Y;u] -2-b'J7;^o^^K^/-h'J 

Mjt^7-6-C'^Uc4- [2, 5-v^^-4- 

(f-^t/i^y y-4-^^-;P) e^7y'y- 1 - 
-f/H - 2 - h 'J 7^d^ f ;Ky/_ h 'j/i/2 7 0 
mg?ry7nD^?y7ml(:S»t, -78-C^T^ 
&*3R-f h 0 V A 1 1 0 m g RV* 5 7 ua/^-K yV 
A y?7vK (MCPBA) 1 5 5 m g SrfiD*. , PI?fij£ 

/-/l/-?nD*/l-A ( 1 : 50, v/v ) jgaiSJ: 0 
i»t^j2 3 2mg^„ SBS0I1 6-1 tH« 
fc, »Ji«16-2BS16-5*^j£Lfc. N. MC 
PBAcoflMMJi, 4j£»<OlWt«ait:iBtTafiiieS 
Lfc. 

WSW17 

4 - (4 -^yy^^W-il- 2 1 

- e^5y-;H — 2 — Ml 7;M"n;>< f;KV/- r- 

##<?H 1 0-C^LJt^y^ 3 -*^-)W^7 i?y 

- 1 —ij)\fif^l/V— V 1 . Olg.ftlM-7/M-n- 
2 - Ml 7;WD^f;Ky/- h- y^8 1 4 mg&tf 
KK*y>A2. 38g*DMF2 0mlKJnil00 

4r^y (3:1. v/v) ^ft^i: 0«Mft^*44 Om 

coo 563 mat m 8-i 

(2R. 5S) -hyyX-4- (4-v77-3-r- 
l J7Wo^f;P7i-/H -N- (2-?no-4- 
t y i^W - 2 , 5 - U W-\ - 

BffiL, tt-fViWuV H2.64miayfDMF3ffiSrjD 

i^BBWPLfc. Rissat**flii.. x— r/wiraaj 
a. ifflK*e*Lffl»r>'*H*i#fc. ^tiswi^xyso 
■it»j»u5iMaai8!BiaLfca. sat-c#«wi i 

-l?*JftW: <2S, 5R)-4-(2, 
iWlyity- 1 — < /I^) - 2 - I- V7)V*U*W<. 



n^a^ift* y y * y/wa ?a ? n v y ? 7 * - ca- 

L, ?na*M-^^y-;i/ (50: l, v/v) -a§ 

•fy.x 0 ejHfcs if v^Sft-^oM^. 5ig& 

NMR:1.10 (3H, d, J=6), 1.20 (3H, d, J=6), 3.36-3.5 
1 (2H, m), 3.71-3.78 (1H, ■). 3.86-3.93 (1H. m), 
4.31-4.43 (1H, m). 4.46-4.56 (1H. m), 7.21-7.35 (2 
H. »), 7.45-7.55 (1H, m). 7.69 (1H, d, J=2), 7.86 
(1H, d, J=9), 8.17 (1H, d, J=6), 9.22 (1H, s) 
feJIT, y*$Xlittmi%mm:h?yA-4- 
(2, 5- : J^y-)V^y : Jy-l-A)l) -2- by 
7>VitU^^>VKyV~Y^)V, VyyX-2-7uu 

-4- (2, s-^f^Wy'y-i-^H^y 
y-Mj/u, 4- (f^y'y-i-f/i/) -2-h-y 
7;W:*n*f-/l^y7'xMJ/l<', X\iYyyx-4- 
(2, S-i^/M^?;^- 1-4/1/) -2- (2 

-^/u* y yx h jf ^ ) <y*/~ h y /^fflv^-csjaw 

18-lfcH«KI8tWl8-2J!>M18-3 0?>£j£ 
KSW18-2 

(2R, 5S) -4- (4-v-T7-3-by7;^0 

^f-;U7x-;P) -2. 5-^^-N-(4-ty 
is)V) y y - 1 -*/MW 5 H l ttttff 

NMR:1.11 (3H, d, J=7), 1.23 (3H, d, J=7), 3.15-3.9 
0 (3H, n), 3.93-4.29 (1H, m), 4.30-4.50 (1H. m), 
4.52-4.85 (1H, m), 7.20-7.40 (2H, id), 7.86 (1H, d, 

J=9), 8.15 (2H, d, J=7), 8.59 (2H, d, J=7), 10.78 

(1H, s), 14.87 (1H, br s) 
SBI0IJ18-4 

(2R. 5S) -4- (4- : yT/-3-h07J^n 
X^-)V7x.-)V) - 2, 5-^f-;l^-N- (6- by 

mvs. V 

NMR:l.l2 (3H, d, J=6), 1.22 (3H, d J=7), 3.35-3.55 
(2H, m), 3.72-3.79(lH,m), 3.87-3.98 (1H, i), 4.32- 
4.59 (2H, n), 7.24-7.34 <2H, m), 7.80 (lH.d, J=9), 

7.86 (1H, d, J=7), 8.15-8.22 (1H, ■), 8.86 (1H, 
d, J=2), 9.17 (1H, s) 

[00 57] 8-5 

(2R, 5S) -4- (4-i^T/-3-hy7/^o 
^Wx-;K -N- (6-7/^P-3-ey V 
AO -2, s-^f-zPe^yy-i-^/^df^* 

H 

NMR:1.11 (3H, d, J=6), 1.20 (3H, d, J=7), 3.39 (1 
H, dd, J=4, 13), 3.44 (1H, dd, J=3, 14). 3.75 (1H, 

dd, J=l. 13), 3.89 (1H, br d, J=14). 4.30-4.42 (1 
H, ■), 4.45-4.55 (1H, m), 7.09 (1H, dd, J=2, 9), 
7.27 (1H, dd, J=2,9), 7.31 (1H, d. J=2), 7.85 (1H. 

d, J=9), 8.05 (1H, ddd, J=3, 8, 9), 8.29 (1H, dd. 
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J=l, 2), 8.83 (1H, s) 

(2R, 5S) -N- ( 6 — xTV — 3 -fcTU - 
4- ( 4 - y77 - 3 - h U /l-7i^) 
- 2 , *-*J*+M£«&*JV- 1 H 
NMRrl.ll (3H, d, J=7), 1.22 (3H, d, J=6), 3.36-3.5 
4 (2H, ■). 3.68-3.82 (1H, m), 3.84-3.98 (1H, m). 
4.31-4.45 (1H, m), 4.46-4.60 (1H. ■). 7.20-7.36 (2 
H, in), 7.86 (1H, d. J=9), 7.91 (1H, d, J=9). 8.15 

(1H, dd, J=2, 9), 8.85 (1H, d, J=2), 9.26 (1H, s) 

S!3§fla|l8-8 

(2R, 5S) -4- (4-i/7y-3-MJ7/M-n 
^f-^7i-^) -N- ( 2-7;^D-4-h°'J^' 
)V)-2, 5- > J*i-lV*:'<.J t J>-l-#)VX*y$ 
F 

NMR:1.09 (3H, d, J=7) , 1.20 (3H. d, J=7) , 3.35-3.5 
2 (2H, n), 3.68-3.82 (1H, a), 3.89 (1H, d, J=13), 
4.30-4.44 (1H, a), 4.45-4.57 (1H, m), 7.22-7.35 (3 
H, m), 7.40 (1H. d, J=6), 7.86 (1H, d, J=9), 8.00 
(1H, d, J=6). 9.29 (1H, s) 

mmis-9 

(2R, 5S) -4- (4-^7/-3-HJ77M-n 
*+lV7x=.)V) -2, (2-b'J 
7)VJtU*f-)V-4 -£'J j/» \Z<*~>VV- 1 

NMR:1.10 (3H. d. J=6), 1.21 (3H, d. J=6) . 3.40 (1 
H, dd, J=6, 14). 3.47 (1H, br d, J=12), 3.76 (1H, 
br d, J=12). 3.91 (1H, d, J=14), 4.34-4.43 (1H, 
m), 4.48-4.56 (1H, m), 7.29 (1H, dd, J=2, 9). 7.31 
(1H, d, J=2), 7.79(1H. dd, J=2, 6), 7.86 (1H, d, 
J=9), 8.06 (1H, d, J=2), 8.51 (1H, d, J=6), 9.37 
(1H, s) 

[0058] «3t0ll 9-1 

(2R, 5S) -4- (4-v7V-3-F'J7;M-o 
-N- ( 2-^ V*i/-b-*1~lV- 
4-Z0iSfr) - 2, 5-i>*+W<Wy-l-1i 

ivx**n h 

2-> h^f^-6-^f-;l— 4-h"Ui/>*;^>-igx 
•f-;WX^r;H.20g^THF10ml^SK, Ui&fciHfc-f F 
'J «7 A*?§?16. lml Sr Jd *. , £iITMffl|2MHWf Lfc 
ft, RIE»«£S*L2-.* F* ^-6-**/W-4 - 

tr y ytjivxy®i- y y «> . &v ^TttJSW 
18-1 fcRflM>«ftM=J: OWWIfcWfcttfc. 

NMR:1.08 (3H, d, J=6), 1.17 (3H, d, J=6) , 2.30(3H, 
s), 3.35-3.45 (2H. m). 3.69-3.75 (1H, m), 3.78(3 
H, s), 3.83-3.89 (1H, m), 4.32-4.40 (1H, a), 4.45- 
4.54(1H, ■), 6.82-6.85UH, n), 6.97-6.99(lH, a). 
7.23-7.3K2H, in), 7. 84 (1H, d, J=9), 8.830H, s) 
Wtl&ZWm 19-27® 19-6 ££jSLfc 

»&m 9-2 



h7yx-4- (4-^ry-3-hy7;^o^^/p 

7i-;H -N— (2-y;o7nW-6-^^y 
-4-fiJy/H -2, 5-^^t^7^>-l- 

NMR:0.80-0.93 (4H, a). 1.84-1.95 (1H, n), 3.73 (3 
H, s), 6.78 (1H, d, J=2). 7.03 (1H, d, J=2), 7.21- 
7.33 (2H, m), 7.85 (1H, d, J=9), 8.82 (1H, s) 
[00 59 3 IBM 2 0 

(2R, 5S) -N- (2-7-fe^-4-e'Jv» 
-4- (4-y7y-3-h l J7/Wn>f;l/7x- 

- 2, 5-~/X<f-)V\Z'^7i/y-\-ti)V#**r$. 

F 

2-7-fe-M— 4 -try i^/k^A'S y&t—7*1-JV 
XX fM . Alzco? a a*iV A 12. 5ml 
T. h'J7^oHH8i2.5«i*Jnifc. ££'*>CMS£ 
21^194 O^JWfUfc. ««EE(CTjStt*S 

* Lfflr 5 y . tr y ^ v25mi aims 

■fcfcl&JWtT, 7i-/^on*W- F0.83ml S-Joi 
fc«fefcaiI*T*Mi2f*fc. 8B*IB3 0m (2 
S, 5R) -4- (2, 5 - ^ f-;Ph°^5 >-'>•- 1 - 
4/10 — 2 — F 'J 7Wn^f/Kyy- F V)V\.Ag(7> 

as ut. *ws*^it«*»arcft^Lii*«^ f 

ilry y * ^ 7 A ^ nv h /5 7 ^ -CttIL , 
j*?/-/U-?nn*/i,A (i:99,v/v) jftfm 
9*»fc&ftl.03gf:f*fc. 

NMR:1.10 (3H, d, J=7), 1.20 (3H, d, J=7), 2.61 (3 
H, s), 3.34-3.52 (2H, m), 3.75 (1H, d, J=14), 3.92 
(1H. d. J=14). 4.28-4.45 (1H, ■). 4.46-4.62QH, 
a), 7.20-7.35 (2H, m), 7.78-7.91 (2H. m), 8.12 (1 
H, d, J=2), 8.48 (1H. d, J=6), 9.24 (1H, s) 
W&m2 1 

(2R, 5S) -N- (2-T5ytfUS> ? y-4— f 
IV) - A- (4- i s7S-3-YV7)V*UX1-)V7x. 
-IV) -2, 5-i?*+W<9if>- l-mutf** 
5 F 

WkM6-2TGmiK (2R, 5S)-4-(4-v 
7y-3-h , J7;Wo><f;i'7x-/H -N- [2- 

(l, i - ^f^xhJf^;i/,f-/n rsyey* 

: Jy-4->i)V~\ -2,5- : J^^lV^y ; Jy- 1- 
tf/WjJMMfS F2.8 g<7)v^uox^y60 mlig&KF'J 
7/M-o»«15 alSftftnL, SaT»12«*RHMfl, 

S8S£KJ: O^ft^ffl^tt^y^'/l^jU? 
nvh^57-f-t#t, ?ont>;^^y-/P (3 
0:1. v/v)»ffiSW9«Hfl:£fcl.97g£*»fc. 



1 &mikb IXWz. 

NMR:1.08 (3H, d. J=7), 1.16 (3H, d J=7), 3.36-3.43 

(2H, m), 3.70 (1H. dd, J=2. 13), 3.88 (1H, d, J=l 
3). 4.33 (1H. br s), 4.50 (1H, br s). 6.19 (2H, 
s). 6.99 (1H. d, J=6), 7.23 (1H, dd, J=2, 9), 7.29 

(1H, d, J=2), 7.83 (1H, d, J=9), 8.01 (1H, d, J= 
6), 9.17 (1H, s) 

[0 0 60] Ktfl2 2-1 

(+/-) -hyyx-N- ( 2-7**^75 7t?'J 
5S>V-4 — <)V) -A- {4-*/TJ-3-YV7)V 
^■n^f;P7i-;W -2, 5- t J^)VV:^3 i Jy- 
1 -#/MMMf$ V 

m&m2\tmmz^uz (+/-) -b^yx-N 

- (2-TS/f U $v : y-4-^/U) -4- (4-v 
T7-3-M)7;^n^'f;l'7x-;l/) -2,5-^' 
*?-;H^5 v>- 1 -tf/l/tf^S K0.51g£"&tf£ 
U v>10 ml^fR*fc*l*iH81.2 ilfcaHniLffiiTWl 

2mn»¥tt , $ 4. wcx-m i lajfflu tfc . 
vv&xmmzmuuz®, ^^^vMzxmtai 

jfc/ki.-* 7 7-/U- 2 8 %7V*i-T*. (500:9: 1, v/v/ 
v)>§ffigB J:0^ffi^W.46 gfcf&fc. S&fcBKx 
^l^^-ty^St-C^fffftSrtT o Z t iz X *) 
*0.31 gfcftfc. Hftt(3K&ffl2 2-2 *£«U:. 
S3I0IJ23-1 

(+/-) -h9>*-N- (2-7$7-4-tf'jv 
;[,) -4- (4-v-T/-3-M;7;l/JJ-0^^7x 

x/p) -2,5-^f;^5xv- 1 -^M^-t 
5F 

«»Wl2-lfcR«{c£jfcU: (+/-) -by>x 
-4- { [4- (4-^ry-3-h'j7;^o^^-;P 
7x-;P) - 2,5-W 1 
-;H 7$/} t° >J >-'>"- 2 -#/P*>"ia.38g. DP 
P A1.5mlfcJ:t>'h 'jxf-/|/7$ y\.5aWt -79 S- 
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?on»A->?y-)l, 
( 1 0 : 1 , v/v) 0 W^W.94g^t# 

iO, £Hfc^.72g*afiBfii:LTfcfc. 
WtW2 3-2*a*U:. 
[006 1 ] KS0I2 4 

h 7 - n - (6-7 5 /^i/*^- 3 - tr d - 

4- ( 4 - y7/ - 3 - MJ 7/^D>f ;l-7 1 ) 
-2, 5-^i-J^^i/y- l-#^#4Mf$ K 
h5>-X-4- (4-v7/-3-HJ7/M-n*?-/W 
7 x ) - N - (6-* ? y X)),*-)V- 3 - f u s;jw 
-2,5-*Jjt+WW?>- 1 -#^**-!f 5 F2.4 
8g<9T H F SgJRlOOml tZ , * - s^* 'J - 7f-;l/ 'J f - -7 A 
cDl. 54M^y7 yjffiR 7. 3ml S:-78°C^TffiTf^-30'C-r'l 
WMBJWfU:. HV-7ITC(a«Ptl. M)7/l^7> 
^7y<7)1.0M-rb7t h'D7 5>'S?Sl 5 . 5m IS: 

ft. *»T, PS* by ^5.918, *50iiatftKo 

*v/W75 y-0-X;l/*>-i?491iiig^JPt, 

8WU:. RJ6jS»*iH»xf-;Kc J: 9»ttSf&. *U1 

^^;^5A^nvh7"57'f-lc#L, ?no*;^ 
-^y-;K9 : 1 , v/v) "CSWL«»fc£«|414ig 
ftWCx^-/!^ 92BHSIHfc*fr^*WI: 
£»<08A271ig*»fc. 4fc. JJMBaW<Ofl!Jfc:. B Ji 

jtfif) 2 5 2 8 Wft^Hi t t . OTO 

E^i#*«^fcH»0»***U *<iJSUW)l» 
Ko^TttJaT<0»«**t6. R 2 . R 3 <7)fe a" 

Ex. : iet<?!l#^. DATA : «fflMfc¥Wtttt, m P : UufiPC 
(SiS B B B ^) . MS : ®*^Wffl» i-Pr : A V7nt 
t-Bu : t-7f-;U, Ac : 7-fef-/k c-Pr : v^D7°n 
Py : tf >J ->';k. Pm : h° D S i/)V^ In M 5 ^V- 
/P. Qy : 7 U/l^, Mor : D 7 . AcOEt : Pl$xf- 

EtOH: X^7-;l-, Et20: i/Xf-^X— f;Ws 1.2- 
diCl-Et: 1, 2-y?oni^y, i-Pr20 : V7 
atf;UX-T/l^, MeOH : ^77-/1-, i-PrOH : VTd 

Hex : 'S^y 
[0062] 
[*6] 
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1 .This document has been translated by computer. So the translation may not reflect the original precisely. 
2.**** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the physic constituent which makes an active principle physic, 

a new cyanophenyl derivative especially useful as an anti-androgen medicine, or its salt. 

[0002] 

[Description of the Prior Art] The androgen which is a kind of steroid hormone is secreted from a testis or the 
adrenal cortex, and causes a male sex hormone operation. The androgen is incorporated in a target cell, and acts 
on an androgen receptor, and this acceptor that the androgen combined forms a dimer. Subsequently, this dimer 
combines with the androgen-response-element on DNA, composition of m-RNA is promoted, and in the living 
body and various operations are made to discover by guiding the protein which manages an androgen operation 
(Prostate Suppl, 6 and 1996, 45-51, Trends in Endocrinology and Metabolism, 1998, 9 (8), 317-324). 
[0003] A prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the acne, the seborrhea, etc. 
are mentioned to the disease from which the androgen serves as an exacerbation factor. Therefore, the anti- 
androgen agent is used for the therapy of the disease in which these androgen participates. 
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TECHNICAL FIELD 



[Field of the Invention] This invention relates to the physic constituent which makes an active principle physic, 
a new cyanophenyl derivative especially useful as an anti-androgen medicine, or its salt. 



[Translation done.] 
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PRIOR ART 



[Description of the Prior Art] The androgen which is a kind of steroid hormone is secreted from a testis or the 
adrenal cortex, and causes a male sex hormone operation. The androgen is incorporated in a target cell, and acts 
on an androgen receptor, and this acceptor that the androgen combined forms a dimer. Subsequently, this dimer 
combines with the androgen-response-element on DNA, composition of m-RNA is promoted, and in the living 
body and various operations are made to discover by guiding the protein which manages an androgen operation 
(Prostate Suppl., 6 and 1996, 45-51, Trends in Endocrinology and Metabolism, 1998, 9 (8), 317-324). 
[0003] A prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the acne, the seborrhea, etc. 
are mentioned to the disease from which the androgen serves as an exacerbation factor. Therefore, the anti- 
androgen agent is used for the therapy of the disease in which these androgen participates. The compound 
which has the steroid frame of substrate resemblance as an anti-androgen agent used by the current clinical one, 
and the compound which has a non-steroid frame are known. Although KURORU serious non acetate etc. is 
known as the former, since these compounds do not have enough operation separation with other steroids of 
structure resemblance, fluctuation of the hormone level in blood is caused and producing serious side effects, 
such as a fall of libido, is known (JpnJ.Clin.Oncol., 1993, 23 (3), 178-185). As a compound which has a non- 
steroid frame on the other hand, although acyl anilide derivatives, such as flutamide (Provisional Publication 
No. 49-81332) and bicalutamide (GB 8221421 and WO 95/19770), are well-known, these do not have an 
enough anti-androgen operation. Therefore, in the therapy of a prostatic cancer, a combination therapy with LH- 
RH agonist is common (Nipponrinsho, 1998, 56 (8), 2124-2128). As a compound which has a piperazino 
cyanophenyl frame The matter with which the matter which has oxytocin and vasopressin acceptor antagonism 
in ** WO 95/25443 shows 5HT receptor antagonism to WO 96/No. 02525 to DE 4234295 as a biotaxis 
inhibitor WO 97/2245 is attained to WO98/00402 as manufacture intermediate field of a cell adhesion inhibitor. 
Although the matter which has an anticancer operation is indicated by WO 98/21648, about the anti-androgen 
operation, neither indication nor suggestion is carried out at all. 
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EFFECT OF THE INVENTION 



[Effect of the Invention] It combines with an androgen receptor specifically and this invention compound has a 
powerful anti-androgen operation. Moreover, there is little effect of the sex hormone on [ in blood ], and it is a 
compound useful as a powerful anti-androgen agent. Therefore, this invention compound is useful as the 
therapy of a prostatic cancer, prostatomegaly, masculinism, a virilism, the baldness, the acne, the seborrhea, 
etc., or preventive. 



[Translation done.] 
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TECHNICAL PROBLEM 



[Problem(s) to be Solved by the Invention] The purpose of this invention is offering the physic containing the 
new cyanophenyl derivative which has a powerfiil anti-androgen operation, and its salt permitted 
pharmaceutically. 



[Translation done.] 
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[Means for Solving the Problem] When this invention persons inquired wholeheartedly so that they may solve 
the above-mentioned trouble which accompanies the existing anti-androgen agent, they came to complete 
header this invention for having the anti-androgen operation with the strong new cyanophenyl derivative which 
permutation carbamoyl or a permutation sulfamoyl group combined also unexpectedly, and having good oral 
activity. That is, this invention relates to the physic which makes an active principle the cyanophenyl derivative 
shown by the following general formula (I), or its salt permitted pharmaceutical^. 



(The notation in a formula shows following semantics.) 

R: Cyano or nitro group Rl : - hydrogen atom, halogen atom, cyano , halogeno low-grade alkyl, nitroglycerine, 
carboxyl, low-grade alkyl, and R6-A-, R7-S(0) p-, low-grade alkyl-C(=0)-, or the low-grade alkyl-OC(=0)- 
radicals R2 and R3 - identically [ R4:] or it is carbamoyl group and low-grade alkyl-C(=0)- or the low-grade 
alkyl-0-C(=0)-radical which is different and may be permuted by the hydrogen atom, the low-grade alkyl 
group, 1, or two low-grade alkyl groups - R2 and R3 are combined with the carbon atom of the arbitration on a 
ring. 

R5 : Low-grade alkyl and aryl-low-grade alkyl-O-, carboxyl, and low-grade alkyl-0-C(=0)-, the aryl which 
may have 1, the amide which may be carried out 2 ****s, or the substituent by the low-grade alkyl group, 
heterocycle, a cycloalkyl radical, or N 5 which R4 and R5 may be united and may have other hetero atoms at 
R14-low-grade alkyl-O-, however the time of m= 1, or 6 member heterocycle is formed. (R13) R6 with 
sufficient ** : Halogeno low-grade alkyl, aryl, or N (R9) - the low-grade alkyl R7:low-grade alkyl which may 
be permuted by RIO, OH, or low-grade alkyl-O-, aryl or N(R1 1) R12-R8, and R9, RIO, Rl 1, R12 and R13 - 
identically [ R14:] It differs. Or hydrogen, low-grade alkyl, Or aryl, however R6 And R8, R9 And RIO, R13 and 
R14 are united, respectively. Or other hetero atoms Even if had Even if it has the substituent well Good 
nitrogen-containing cycloalkyl k which can be formed or n: - the same - or - differing -1,2, 3m:0, or lp:, 
when a 0, 1, 2A:oxygen atom or NR8X=-C(=0)-, -C(=S)- or -S(0)2-radical Yiassociation, low-grade alkylene, 
and -C(=0)- or -S(0)2-radical, however R5 are low-grade alkyl groups ** and Y show radicals other than low- 
grade alkylene. Zl or Z2: Differ, and the same or when CH or a nitrogen atom, however Rl are hydrogen 
atoms, at least one side of R2 and R3 is low-grade alkyl. 

[0007] Preferably At the time of m= 0 Physic with which at least one side of R2 and R3 makes an active 
principle the cyanophenyl derivative shown by the general formula (I) which is low-grade alkyl, or its salt 
permitted pharmaceutically; preferably Physic which makes an active principle the cyanophenyl derivative 
shown by the general formula (I) whose R is a cyano group, or its salt permitted pharmaceutically; preferably 
cycloalkyl radical; Rl - a halogen atom, cyano , halogeno low-grade alkyl, and nitroglycerine - or low-grade - 
alkyl-0-;R2 and R3: - at least one side is low-grade - an alkyl group ;R4:hydrogen atom - low-grade - the 



MEANS 



[0006] 
[Formula 2] 




,3 



aryl which may have the alkyl grc^j|fe:substituent, and heterocycle — or with which k makes an active 

principle the cyanophenyl derivative shown by the general formula (I) as whicn in 2 and n joint ;Z1 or Z2 means 
1 as for 1 ;m, and, as for X, both -C(=0)-radicaI;Y means CH, or its salt permitted pharmaceutically; still more 
preferably, even if it has the substituent of R5 the substituent of good aryl, heterocycle, or a cycloalkyl radical — 
halogen atom, halogeno low-grade alkyl, low-grade alkyl, and low-grade alkyl-O-, low-grade alkyl-S-, low- 
grade alkyl-S(O)-, and low-grade alkyl-S(0)2- one Or the sulfamoyl which may be permuted by two low-grade 
alkyls, halogeno low-grade alkyl-O-, cyano , nitroglycerine, oxo-(=0), Even if it permutes by the amino which 
may be permuted by low-grade alkyl-C(=0)-, aryl-C(=0)-, 1, two low-grade alkyls, low-grade alkyl-C(=0)-, or 
low-grade alkyl-0-C(=0)-, aryl-O-, amino-O-, and low-grade alkyl Good carbamoyl, carboxyl, and low-grade 
alkyl-O-C (=0)-, heterocycle Or physic which makes an active principle the salt of cyanophenyl ******** 
shown by the general formula (I) which is the radical chosen from the group which consists of an OH radical 
permitted pharmaceutically; most preferably 2R, (5S)-4- (4-cyano-3-trifluoro methylphenyl)-N- (6-methoxy-3- 
pyridyl) -2, 5-dimethyl piperazine-l-carboxamide;(R [ 2 ], 5S)-N-(2-amino pyrimidine-4-IRU)-4-(4-cyano-3- 
trifluoro methylphenyl)-2, and 5-dimethyl piperazine-l-carboxamide; 2R, (5S)-4- (4-cyano-3-trifluoro 
methylphenyl) -2, 5-dimethyl-N-(6-trifluoromethyl-3-pyridyl) piperazine-l-carboxamide;(R [ 2 ], 5S)-4-(4- 
cyano-3-trifluoro methylphenyl)-N- (2-fluoro-4-pyridyl) -2, 5-dimethyl piperazine-l-carboxamide; (2R, 5S) 
The compound chosen from the -N-(2-BUROMO-4-pyridyl)-4-(4-cyano-3-trifluoro methylphenyl)-2 and 5- 
dimethyl piperazine-l-carboxamide Or physic which makes an active principle the salt permitted 
pharmaceutically; 

[0008] Furthermore, it is the therapy agent of the disease from which the androgen which makes an active 
principle preferably the cyanophenyl derivative shown by the general formula (I) or its salt permitted 
pharmaceutically serves as an exacerbation factor, and they are a prostatic cancer, prostatomegaly, masculinism, 
a virilism, the baldness, the acne, the seborrhea, etc. as a disease from which the androgen serves as an 
exacerbation factor. It is a physic constituent for the therapy of the prostatic cancer which makes an active 
principle most preferably the cyanophenyl derivative shown by the general formula; (I), or its salt permitted : 
pharmaceutically, and prostatomegaly. 
[0009] 

[Embodiment of the Invention] It is as follows when the compound shown by the general formula (I) is 
explained further. In the definition of the general formula of this specification, especially the vocabulary that 
"low-grade" Becomes unless it refuses.means the straight chain whose carbon numbers are 1 thru/or six pieces, 
or the chain of the letter of branching. R2 or R3 is combined with the same or a different carbon atom of the 
arbitration on the saturation ring containing two nitrogen atoms. It passes, the aryl which may have the 
substituent ~ a terrorism ring or a cycloalkyl radical You may have 1 thru/or three substituents on the ring. 
Preferably halogen atom, halogeno low-grade alkyl, low-grade alkyl, and low-grade alkyl-O-, low-grade alkyl- 
S-, low-grade alkyl-S(=0)-, and low-grade alkyl-S (O) - the sulfamoyl which may be permuted by 2, -, 1, or 
two low-grade alkyls, and halogeno low-grade alkyl-O- Cyano , nitroglycerine, oxo-(=0), Even if it permutes 
by the amino which may be permuted by low-grade alkyl-C(=0)-, aryl-C(=0)-, 1, two low-grade alkyls, low- 
grade alkyl-C(=0)-, or low-grade alkyl-0-C(=0)-, aryl-O-, amino-O-, and low-grade alkyl It is the heterocycle 
or the OH radical which may have good carbamoyl, carboxyl, and low-grade alkyl-0-C(=0)- and a substituent. 
"Low-grade alkyl" has the desirable low-grade alkyl group of the carbon numbers 1-6 of the shape of the shape 
of a straight chain, and branching, for example, methyl, ethyl, n-propyl, isopropyl, n-butyl, isobutyl, sec-butyl, 
tert-butyl, n-pentyl, n-hexyl, etc. are raised. As for the substituent of low-grade alkyl group-O- which may have 
a substituent, substituents, such as an aryl group, are mentioned. The low-grade alkylene group of the carbon 
numbers 1-6 of the shape of the shape of a straight chain and branching is desirable, for example, methylene, 
ethylene, a propylene, an isopropanal pyrene, a butylene, pentamethylene, hexamethylene, etc. are raised, and 
"low-grade alkylene" is the alkylene of carbon numbers 1-3 preferably. The aromatic series carbon hydrogen 
radical of "aryl" of carbon numbers 6-12 is desirable, for example, phenyl, alpha-naphthyl, beta-naphthyl, 
biphenylyl, etc. are raised. Furthermore, the thing of a carbon number 6-10 is desirable. As a "halogen atom", a 
fluorine, chlorine, a bromine, or an iodine atom is raised. 

[0010] The above-mentioned CI -6 alkyl group of the low-grade alkyl group of "halogeno low-grade alkyl" is 
desirable. As halogeno CI -6 alkyl group for example 2 Fluoro methyl, difluoromethyl, trifluoromethyl, chloro 
methyl, dichloro methyl, TORIKURORO methyl, 2-fluoro ethyl, 2, and 2-difluoro ethyl, 2 and 2, 2-trifluoro 
ethyl, 2-chloro ethyl, 2, and 2-dichloro ethyl, 2, 2-trichloroethyl, 2-BUROMO ethyl, 2-iodine ethyl, etc. are 



raised, and trifluoromethyl is desinPe. A "cycloalkyl radical" has desirabl^^ 8 member alicyclic hydrocarbon 
radical which consists of carbon numbers 3-10, for example, cyclo propyl, cyclo butyl, cyclopentyl, cyclohexyl, 
cycloheptyl one, cyclo octyl, etc. are raised. 5 or 6 member hetero aryl group or saturation heterocycle which 
contains with "heterocycle" the hetero atom 1 chosen from a nitrogen atom, an oxygen atom, or a sulfur atom 
thru/or four pieces, 
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EXAMPLE 



[Example] Example 1 Rat The venter prostate gland was extracted from the 20-weeks old male Wistar rat 24 
hours after [ of the evaluation (1) rat prostate gland cytoplasm fractionation of the avidity to an androgen 
receptor ] preparation testis extraction. At-long-intervals alignment separation of the supernatant liquid was 
carried out for 223,000xgx 60 minutes at the pan after homogenization and 800xgx 20-minute alignment 
separation at long intervals, supernatant liquid was collected, and cytoplasm fractionation was obtained. 
(2) It is a rat about what prepared [ ml ] the cytoplasm fractionation obtained by measurement (1) of the specific 
binding of 3H-MIBORERON to a prostate gland cytoplasm androgen receptor in lmg /by protein 
concentration. It considered as the androgen receptor solution. Rat They are 3H-MIBORERON and 
triamcinolone in 400micro of androgen receptor solutions 1. In addition, the last capacity was set to 0.5ml so 
that it might become InM, ImicroM, and 5% by the last concentration about acetate and dimethyl sulfoxide 
(DMSO), respectively. 0.05% after putting at 4 degrees C for 18 hours Dextran - T70 and 0.5% Darko After 
having added 500micro of solutions 1 containing G-60, mixing and putting for 15 minutes at 4 degrees C, 
centrifugal separation was carried out and supernatant liquid was collected. It is a biotechnology flow in . 
600micro of collected supernatant liquid 1. 5ml is added, radioactivity is measured after mixing, and it is a rat. 
The total amount of association of 3H-MIBORERON to an androgen receptor was calculated. In addition, the 
amount of nonspecific association asked for the DMSO solution which contains MIBORERON of a nori^ 
indicator instead of the above-mentioned DMSO like the above so that the non-indicator MIBORERON last . 
concentration might be set to 40microM. It considered as the amount of specific bindings which combined the 
difference of the total amount of association, and the amount of nonspecific association with the androgen 
receptor. 
[0071] 
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CLAIMS 



[Claim(s)] 

[Claim 1] Physic which makes an active principle the cyanophenyl derivative shown by the following general 
formula (I), or its salt permitted pharmaceutically. 
[Formula 1] 




(The notation in a formula shows following semantics.) - . • •« - 

R: Cyano or nitro group Rl: - hydrogen atom, halogen atom, cyano , halogeno low-grade alkyl, nitroglycerine, 

carboxyl, low-grade alkyl, and R6-A-, R7-S(0) p-, low-grade alkyl-C(=0)-, or the low-grade alkyl-O-C(O)- 

radicals R2 and R3 - identically [ R4:] or it is carbamoyl group and low-grade alkyl^C(=0)- or the low-grade 

alkyl-0-C(=0)-radical which is different and may be permuted by the hydrogen atom, the low-grade alkyl ' 

group, 1, or two low-grade alkyl groups - R2 and R3 are combined with the carbon atom of the arbitration on a 

ring. 

R5 : Low-grade alkyl and aryl-low-grade alkyl-O-, carboxyl, and low-grade alkyl-0-C(=0)-, the aryl which 
may have 1, the amide which may be carried out 2 ****s, or the substituent by the low-grade alkyl group, 
heterocycle, a cycloalkyl radical, or N 5 which R4 and R5 may be united and may have other hetero atoms at 
R14-low-grade alkyl-O-, however the time of m= 1, or 6 member heterocycle is formed. (R13) R6 with 
sufficient ** : Halogeno low-grade alkyl, aryl, or N (R9) - the low-grade alkyl R7: low-grade alkyl which may 
be permuted by RIO, OH, or low-grade alkyl-O-, aryl or N(R1 1) R12-R8, and R9, RIO, Rl 1, R12 and R13 ~ 
identically [ R14:] It differs. Or hydrogen, low-grade alkyl, Or aryl, however R6 And R8, R9 And RIO, R13 and 
R14 are united, respectively. Or other hetero atoms Even if had Even if it has the substituent well Good 
nitrogen-containing cycloalkyl k which can be formed or n: - the same — or — differing —1,2, 3m:0, or lp:, 
when a 0, 1, 2A:oxygen atom or NR8X=-C(0)-, -C(=S)- or -S(0)2-radical Y:association, low-grade alkylene, 
and -C(=0)- or -S(0)2-radical, however R5 are low-grade alkyl groups ** and Y show radicals other than low- 
grade alkylene. Zl or Z2: Differ, and the same or when CH or a nitrogen atom, however Rl are hydrogen 
atoms, at least one side of R2 and R3 is low-grade alkyl. 

[Claim 2] The anti-androgen agent which makes physic according to claim 1 an active principle [claim 3] The 
therapy or preventive of a disease in which the androgen which makes physic according to claim 1 an active 
principle participates as an exacerbation factor. 
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Medicament comprising cyanophenyl derivatives, useful as anti-androgen 
agents for treatment or prevention of e.g. prostatic cancer or prostatic 
hypertrophy 

Patent Assignee: YAMANOUCHI PHARM CO LTD (YAMA ) 
Number of Countries: 001 Number of Patents: 001 
Patent Family: 

Patent No Kind Date Applicat No Kind Date Week 

JP 2001328938 A 20011127 JP 200169833 A 20010313 200223 B 

Priority Applications (No Type Date) : JP 200075008 A 20000317 
Patent Details: 

Patent No Kind Lan Pg Main IPC Filing Notes 
JP 2001328938 A 33 A61K-031/417 

Abstract (Basic) : JP 2001328938 A 

NOVELTY - A medicament comprises a cyanophenyl derivative or its 
pharmaceutically acceptable salt as an active ingredient. 

DETAILED DESCRIPTION - A medicament comprises a cyanophenyl 
derivative of formula (I) or its pharmaceutically acceptable salt as an 
active ingredient. 

R=cyano or nitro; 

R1=H, halogen, cyano, halogenated lower alkyl, nitro, carboxyl, 
lower alkyl, R6-X-, R7-S(0)p-, lower alkyl-C (=0) - , or lower 
alkyl-0-C(=0) -; 

R2-R4=independently H, lower alkyl, carbamoyl optionally mono-or 
di-substituted with lower alkyl, lower alkyl-C(=0) or lower 
alkyl-0-C(=0) -; 

R5=lower alkyl, aryl-lower alkyl-O-, carboxyl, lower 
alkyl-o-C(=0) -, amide optionally mono-or di-substituted with lower 
alkyl, or aryl, heterocyclic, cycloalkyl or N(R13) R14 -lower alkyl -0- 
which is optionally substituted; or 

when m=l, R4 + R5=5- or 6-membered hetero ring; 

R6=halogenated lower alkyl, aryl, or lower alkyl optionally 
substituted with N(R9) (R10), OH or lower alkyl-O-; 

R7=lower alkyl, aryl, or N(Rll)Rl2- ; 

R8-R14=H, lower alkyl, or aryl; R6 + R8, R9 + R10, or R13 + R14 may 
form nitrogen- containing cycloalkyl; 
k or n= independently 1, 2 or 3; 
m=0 or 1; 
p=0, 1 or 2; 
A=0, or NR8; 

X=-C(=0)-, -C(=S)-, or -S(0)2-; 

Y=single bond, lower alkylene, -C(=0)-, or -S(0)2- ; when R5=lower 
alkyl, Y is not lower alkylene; 

Zl or Z2= independently CH or N;and 

when Rl=H, at least one of R2 and R3=lower alkyl. 

ACTIVITY - Cytostatic; Antitumor. 

MECHANISM OF ACTION - Anti-androgen agents; androgen inhibitors. 
USE - The medicament is useful as an anti-androgen agent which is 
used for treatment or prevention of prostatic cancer or prostatic 



hypertrophy. 

ADVANTAGE - The compound specifically binds to androgen receptor 
and has strong anti-androgen action with less effects on sexual 
hormones in blood. 

pp; 33 DwgNo 0/0 

Title Terms: MEDICAMENT; COMPRISE; CYANOPHENYL ; DERIVATIVE; USEFUL; ANTI; 

ANDROGENIC; AGENT; TREAT; PREVENT; PROSTATE; CANCER; PROSTATE; 

HYPERTROPHY 
Derwent Class: B02 

International Patent Class (Main) : A61K-031/417 

International Patent Class (Additional) : A61K-031/495; A61K-031/496 ; 

A61K-031/497; A61K- 031/506 ; A61K-031/551 ; A61P-005/28; A61P-013/08; 

A61P-017/08; A61P-017/10; A61P-017/14; A61P-035/00; C07D-233/02; 

C07D-241/04; C07D-241/24; C07D-243/08; C07D-401/04; C07D-401/06; 

C07D-401/12; C07D-401/14; C07D-403/12; C07D-405/12; C07D-409/12; 

C07D-417/12 
Pile Segment: CPI 

Manual Codes (CPI/A-N) : B07-D04C; B07-D09; B07-D10; B07-D11; B07-D12; 

B07-D13; B07-H; B14-D02; B14-D02A; B14-H01; B14-N07A 
Chemical Fragment Codes (M2) : 

*01* F011 F012 F014 F015 F553 G013 G015 G100 HI H141 H2 H201 H211 H6 H601 
H641 H685 K0 LI L143 L4 L432 M210 M211 M240 M282 M311 M321 M344 M353 
M391 M413 M510 M521 M532 M540 M781 M904 M905 P631 P633 RA1PF1-K 
RA1PF1-T RA1PF1-U 

*02* C116 C316 D010 D020 D040 F010 F011 F012 F013 F014 F015 F016 F017 
F019 F021 F029 F431 F500 F523 F530 F543 F553 F560 G010 G013 G015 
G019 G020 G021 G029 G030 G040 G050 G100 Gill G112 G113 G221 G299 
G553 G563 H100 H102 H103 H141 H181 H2 H211 H212 H213 H321 H322 H341 
H342 H401 H481 H581 H592 H594 H600 H621 H641 H681 H682 H683 J011 
J012 J013 J014 Jill J131 J171 J191 J193 J211 J212 J231 J271 J311 
J312 J331 J332 J351 J371 J372 J390 J581 J582 J583 J598 K340 K351 
K352 K353 K399 K431 K432 K442 L142 L143 L199 L410 L420 L432 L450 
L463 L471 L550 L560 L640 L650 L943 L999 M121 M122 M123 M124 M125 
M129 M131 M142 M143 M147 M149 M150 M210 M211 M212 M213 M214 M215 
M216 M220 M221 M222 M223 M224 M225 M226 M231 M232 M233 M240 M261 
M262 M271 M272 M273 M280 M281 M282 M283 M311 M312 M313 M314 M315 
M316 M320 M321 M322 M323 M331 M332 M333 M334 M340 M342 M343 M344 
M349 M353 M362 M373 M381 M383 M391 M392 M412 M413 M510 M511 M521 
M522 M523 M530 M531 M532 M533 M540 M541 M781 M904 M905 P631 P633 
0058-55802-K 0058-55802-T 0058-55802-U 00035 00346 00347 00402 00403 
07791 

*03* C116 C316 F011 F012 F013 F014 F015 F016 F017 F018 F019 F021 F029 
F431 F500 F523 F530 F543 F553 F560 G010 G013 G015 G019 G020 G021 
G029 G040 G100 Gill G112 G221 G299 H100 H102 H103 H141 H181 H2 H212 
H213 H321 H322 H341 H342 H401 H481 H581 H592 H594 H600 H621 H641 
H681 H682 H683 J011 J012 J013 Jill J131 J191 J193 J211 J212 J231 
J311 J312 J331 J390 J521 J581 J582 J583 J598 K0 K352 K353 K399 K431 
K432 K441 K442 L142 L143 L199 L420 L432 L640 L650 L941 L943 L970 
L999 M121 M122 M123 M124 M125 M129 M131 M142 M143 M147 M150 M210 
M211 M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 
M231 M232 M233 M240 M261 M262 M271 M272 M273 M280 M281 M282 M283 
M311 M312 M313 M314 M315 M316 M320 M321 M322 M331 M332 M333 M334 
M340 M342 M343 M344 M349 M353 M362 M381 M383 M391 M392 M413 M510 
M522 M523 M530 M531 M532 M533 M540 M781 M904 M905 P631 P633 
0058-55803-K 0058-55803-T 0058-55803-U 00035 00346 00347 00402 00403 
07791 

*04* C116 C316 D010 D020 D040 F010 F011 F012 F013 F014 F015 F016 F017 



F019 F021 F029 F431 F500 FS23 F530 F543 F5S3 F560 G010 G013 G015 
G019 G020 G021 G029 G030 G040 G050 GlOO Gill G112 G113 G221 G299 
G553 G563 HlOO H102 H103 H141 H142 H181 H182 H2 H201 H211 H212 H213 
H321 H322 H341 H342 H401 H481 H581 H582 H592 H594 H600 H621 H641 
H681 H682 H683 JOll J012 J013 J014 Jill J131 J171 J191 J193 J211 
J212 J231 J271 J311 J312 J321 J331 J332 J341 J351 J361 J371 J372 
J390 J581 J582 J583 J598 KO K340 K351 K352 K353 K399 K431 K432 K442 
K620 K699 K810 K830 K899 L142 L143 L199 L410 L420 L431 L432 L450 
L462 L463 L471 L499 L531 L532 L560 L599 L640 L650 L699 L943 L999 
M121 M122 M123 M124 M125 M129 M131 M142 M143 M147 M150 M210 M211 
M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 M231 
M232 M233 M240 M261 M262 M271 M272 M273 M280 M281 M282 M283 M311 
M312 M313 M314 M315 M316 M320 M321 M322 M323 M331 M332 M333 M334 
M340 M342 M343 M344 M349 M353 M362 M373 M381 M383 M391 M392 M393 
M412 M413 M510 M511 M521 M522 M523 M530 M531 M532 M533 M540 M541 
M781 M904 M905 P631 P633 0058-55801-K 0058-55801-T 0058-55801-U 
00035 00346 00347 00402 00403 07791 
*05* C116 C316 D010 D020 D040 F010 F011 F012 F013 F014 F015 F016 F019 
F021 F029 F431 F500 F523 F530 F543 F553 F560 G010 G013 G015 G019 
G020 G021 G029 G030 G040 G050 GlOO Gill G112 G113 G221 G299 G553 
G563 HlOO H102 H103 H141 H181 H2 H211 H212 H213 H321 H322 H341 H342 
H401 H481 H581 H592 H594 H600 H621 H641 H681 H682 H683 JOll J012 
J013 J014 Jill J131 J171 J191 J193 J211 J212 J231 J271 J311 J312 
J331 J332 J351 J371 J372 J390 J581 J582 J583 J598 K340 K351 K352 
K353 K399 K431 K432 K442 L142 L143 L199 L410 L420 L432 L450 L463 
L471 L550 L560 L640 L650 L943 L999 M121 M122 M123 M124 M125 M129 
M131 M142 M143 M147 M149 M150 M210 M211 M212 M213 M214 M215 M216 
M220 M221 M222 M223 M224 M225 M226 M231 M232 M233 M240 M261 M262 
M271 M272 M273 M280 M281 M282 M283 M311 M312 M313 M314 M315 M316 
M320 M321 M322 M323 M331 M332 M333 M334 M340 M342 M343 M344 M349 
M353 M362 M373 M381 M383 M391 M392 M412 M413 M510 M511 M521 M522 
M523 M530 M531 M532 M533 M540 M541 M781 M904 M905 P631 P633 
0058-55805-K 0058-55805-T 0058-55805-U 00035 00346 00347 00402 00403 
07791 

*06* C116 C316 F011 F012 F013 F014 F015 F016 F018 F019 F021 F029 F431 
F500 F523 F530 F543 F553 F560 G010 G013 G015 G019 G020 G021 G029 
G040 GlOO Gill G112 G221 G299 HlOO H102 H103 H141 H181 H2 H212 H213 
H321 H322 H341 H342 H401 H481 H581 H592 H594 H600 H621 H641 H681 
H682 H683 JOll J012 J013 Jill J131 J191 J193 J211 J212 J231 J311 
J312 J331 J390 J521 J581 J582 J583 J598 KO K352 K353 K399 K431 K432 
K441 K442 L142 L143 L199 L420 L432 L640 L6S0 L941 L943 L970 L999 
M121 M122 M123 M124 M125 M129 M131 M142 M143 M147 M150 M210 M211 
M212 M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 M231 
M232 M233 M240 M261 M262 M271 M272 M273 M280 M281 M282 M283 M311 
M312 M313 M314 M315 M316 M320 M321 M322 M331 M332 M333 M334 M340 
M342 M343 M344 M349 M353 M362 M381 M383 M391 M392 M413 M510 M522 
M523 M530 M531 M532 M533 M540 M781 M904 M905 P631 P633 0058-55806-K 
0058-55806-T 0058-55806-U 00035 00346 00347 00402 00403 07791 

*07* C116 C316 D010 D020 D040 F010 F011 F012 F013 F014 F015 F016 F019 
F021 F029 F431 F500 F523 F530 F543 F553 F560 G010 G013 G015 G019 
G020 G021 G029 G030 G040 G050 GlOO Gill G112 G113 G221 G299 G553 
G563 HlOO H102 H103 H141 H142 H181 H182 H2 H201 H211 H212 H213 H321 
H322 H341 H342 H401 H481 H581 H582 H592 H594 H600 H621 H641 H681 
H682 H683 JOll J012 J013 J014 Jill J131 J171 J191 J193 J211 J212 
J231 J271 J311 J312 J321 J331 J332 J341 J351 J361 J371 J372 J390 
J581 J582 J583 J598 KO K340 K351 K352 K353 K399 K431 K432 K442 K620 
K699 K810 K830 K899 1,142 L143 1,199 L410 L420 L431 L432 L450 L462 




L463 L471 L499 L531 L532 L560 1*599 L640 L650 L699 L943 L999 M121 
M122 M123 M124 M125 M129 M131 M142 M143 M147 M150 M210 M211 M212 
M213 M214 M215 M216 M220 M221 M222 M223 M224 M225 M226 M231 M232 
M233 M240 M261 M262 M271 M272 M273 M280 M281 M282 M283 M311 M312 
M313 M314 M315 M316 M320 M321 M322 M323 M331 M332 M333 M334 M340 
M342 M343 M344 M349 M353 M362 M373 M381 M383 M391 M392 M393 M412 
M413 M510 M511 M521 M522 M523 M530 M531 M532 M533 M540 M541 M781 
M904 M905 P631 P633 0058-55804-K 0058-55804-T 0058-55804-U 00035 
00346 00347 00402 00403 07791 
*08* C116 C316 D010 D020 D040 F010 F011 F012 F013 F014 F015 F016 F017 
F019 F021 F029 F431 F500 F523 F530 F543 F553 F560 G010 G013 G015 
G019 G020 G021 G029 G030 G040 G050 G100 Gill G112 G113 G221 G299 
G553 G563 H100 H102 H103 H141 H181 H2 H211 H212 H213 H321 H322 H341 
H342 H401 H481 H581 H592 H594 H600 H621 H641 H681 H682 H683 J011 
J012 J013 J014 Jill J131 J171 J191 J193 J211 J212 J231 J271 J311 
J312 J331 J332 J351 J371 J372 J390 J581 J582 J583 J598 K340 K351 
K352 K353 K399 K431 K432 K442 L142 L143 L199 L410 L420 L432 L450 
L463 L471 L550 L560 L640 L650 L943 L999 M121 M122 M123 M124 M125 
M129 M131 M142 M143 M147 M149 M150 M210 M211 M212 M213 M214 M215 
M216 M220 M221 M222 M223 M224 M225 M226 M231 M232 M233 M240 M261 
M262 M271 M272 M273 M280 M281 M282 M283 M311 M312 M313 M314 M315 
M316 M320 M321 M322 M323 M331 M332 M333 M334 M340 M342 M343 M344 
M349 M353 M362 M373 M381 M383 M391 M392 M412 M413 M510 M511 M521 
M522 M523 M530 M531 M532 M533 M540 M541 M781 M904 M905 P631 P633 
0058-55808-K 0058-55808-T 0058-55808-U 00035 00346 00347 00402 00403 
07791 



*09* C116 


C316 


F011 


F012 


F013 


F014 


F015 


F016 


F017 


F018 


F019 


F021 


F029 


F431 


F500 


F523 


F530 


F543 


F553 


F560 


G010 


G013 


G015 


G019 


G020 


G021 


G029 


G040 


G100 


Gill 


G112 


G221 


G299 


H100 


H102 


H103 


H141 


H181 


H2 H212 


H213 


H321 


H322 


H341 


H342 


H401 


H481 


H581 


H592 


H594 


H600 


H621 


H641 


H681 


H682 


H683 


J011 


J012 


J013 


Jill 


J131 


J191 


J193 


J211 


J212 


J231 


J311 


J312 


J331 


J390 


J521 


J581 


J582 


J583 


J598 


KO K352 K353 K399 K431 


K432 


K441 


K442 


L142 


L143 


L199 


L420 


L432 


L640 


L650 


L941 


L943 


L970 


L999 


M121 


M122 


M123 


M124 


M125 


M129 


M131 


N142 


M143 


M147 


M150 


M210 


M211 


M212 


N213 


M214 


N215 


M216 


M22 0 


M221 


N222 


M223 


M224 


M225 


N226 


M231 


M232 


M233 


M240 


M261 


N262 


M271 


M2 72 


M273 


M280 


M281 


M2 82 


N283 


M311 


M312 


M313 


M314 


M315 


M316 


N320 


M321 


M322 


M331 


M332 


M333 


M334 


M340 


M342 


N343 


M344 


N349 


M353 


M362 


M381 


N383 


M391 


N3 92 


N413 


M510 


M522 


M523 


M53 0 


M531 


M532 


M533 


M540 


M781 


M904 


M905 


P631 


P633 




0058- 


-55809-K 0058-55809-T 0058-55809-U 00035 


00346 00347 00402 0040- 


07791 
























*10* C116 


C316 


D010 


D020 


D04 0 


F010 


F011 


F012 


F013 


F014 


F015 


F016 


F017 


F019 


F021 


F029 


F431 


F500 


F523 


F530 


F543 


F553 


F560 


G010 


G013 


G015 


G019 


G020 


G021 


G029 


G030 


G040 


G050 


G100 


Gill 


G112 


G113 


G221 


G299 


G553 


G563 


H100 


H102 


H103 


H141 


H142 


H181 


H182 


H2 H201 H211 H212 H213 


H321 


H322 


H341 


H342 


H401 


H4 81 


H581 


H582 


H592 


H594 


H600 


H621 


H641 


H681 


H682 


H683 


J011 


J012 


J013 


JO 14 


Jill 


J131 


J171 


J191 


J193 


J211 


J212 


J231 


J271 


J311 


J312 


J321 


J331 


J332 


J341 


J351 


J361 


J371 


J372 


J390 


J581 


J582 


J583 


J598 


KO K340 K351 K352 K353 K399 K431 K432 K442 


K620 


K699 


K810 


K830 


K899 


L142 


L143 


L199 


L410 


L420 


L431 


L432 


L450 


L462 


L463 


L471 


L499 


L531 


L532 


L560 


L599 


L640 


L650 


L699 


L943 


L999 


M121 


M122 


M123 


M124 


Ml 2 5 


M129 


M131 


M142 


M143 


M147 


M150 


M210 


N211 


N212 


M213 


M214 


M215 


M216 


N220 


M221 


M222 


M223 


M224 


M225 


M226 


M231 


N232 


M233 


M240 


M2 61 


M262 


M271 


M272 


M273 


M2 80 


N2 81 


N2 82 


M283 


M311 


M312 


M313 


M314 


M315 


M316 


M320 


M321 


M322 


M323 


M331 


M332 


M333 


M334 


M340 


M342 


N343 


M344 


M349 


M353 


N3 62 


M373 


M381 


M383 


M391 


M3 92 


M393 


M412 


M413 


M510 


M511 


M521 


M522 


M523 


M530 


M531 


N532 


M533 


N540 


M541 



M781 M904 M905 P631 P633 0058-55807-K 0058-55807-T 0058-55807-U 
00035 00346 00347 00402 00403 07791 
Ring Index Numbers: ; 00035; 00346; 00347; 00402; 00403; 07791; 00035; 
00346; 00347; 00402; 00403; 07791; 00035; 00346; 00347; 00402; 00403 
07791; 00035; 00346; 00347; 00402; 00403; 07791; 00035; 00346; 00347^ 
00402; 00403; 07791; 00035; 00346; 00347; 00402; 00403; 07791; 00035^ 
00346; 00347; 00402; 00403; 07791; 00035; 00346; 00347; 00402; 00403, 
07791; 00035; 00346; 00347; 00402; 00403; 07791 
Specific Compound Numbers: RA1PF1-K; RA1PP1-T; RA1PF1-U 
Generic Compound Numbers: 0058-55802-K; 0058-55802-T; 0058-55802-U; 

0058-55803-K; 0058-55803 -T; 0058-55803 -U; 0058 -55801-K; 0058-55801-T; 
0058-55801-U; 0058-55805-K; 0058-55805-T; 0058-55805-U; 0058-55806-K; 
0058-55806-T; 0058 -55806-U; 0058-55804 -K; 0058-55804 -T; 0058-55804-U; 
0058-55808-K; 0058-55808-T; 0058-55808-U; 0058-55809-K; 0058-55809-T; 
0058-55809-U; 0058-55807-K; 0058-55807-T; 0058-55807-U 
Key Word Indexing Terms: 

*01* 281798-1-0-0-CL, USE 0058-55802 -CL, USE 0058-55803-CL, USE 
0058-55801-CL, USE 0058-55805-CL, USE 0058-55806-CL, USE 
0058-55804-CL, USE 0058-55808-CL, USE 0058-55809-CL, USE 
0058-55807-CL, USE 



